SUPPLEMENTARY MATERIAL
Nb Reads mapped/genome size Ori Density Figure S1 . Origins density increases with sequencing depth. Origins density was calculated as the ratio of the total number of origins detected in a dataset divided by the size of the mappable part of the genome. Vertical dashed lines correspond to the coverage of the datasets used to conduct the evolutionary analysis. Table S2 . Summary of the SNS data used to conduct the evolutionary analysis. "Sample" for the DT40 corresponds to a subsampling of chicken SNS data to reach comparable sequencing depth as compared with other species. We performed 3 independent subsamplings, and checked that 80% of origins detected in a subsample were confirmed by detections in the original dataset of 68,068 origins. The SRR494093-4-5 sample is the combination of SRR49093, SRR49094 and SRR49095, and SRR2000505-7 the combination of samples SRR2000505 and SRR2000507. Figure S4 . Extended replication origin sequence signature in human H9: Average nucleotide content in the 3000 bp region centred on the SNS peak (plain line). Genome-wide average nucleotide contents are indicated by broken lines. Note that the 95% confidence interval were so small that they were not distinguishable when plotted on the same figure. Grey lines present the total number of G4 motifs found in all origins for 5 bp windows. To achieve a bp resolution for G4 motifs , we summarize each G4 motif by the position of its middle nucleotide. Table S3 . Kmers (5-mers) composition of background clusters. Clusters are inferred on randomly selected segments and origins are assigned to the background clusters based on their composition (see Methods).
Species G-quadruplex CGI TSS
Human 32% (9.2%) 13% (2.8%) 11.3% (3.6%) Mouse 24.8% (11.3%) 8.9% (1.8%) 9.2% (2.1%) Chicken 42.1% (10.1%) 39.6% (6.7%) 10.2% (2.5%) Table S4 . Association of origins with genomic elements. Percentage of origins that overlap, a TSS, a CGI or a G-quadruplex motif in human, mouse or chicken genomes. Figures in parenthesis give the expected value for random segments. For details on the randomization procedure, see the Method section. 
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